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(57) Abstract: Amorphous 2^1-isopropoxycarbonyloxy-2-memylpro ,2,3-tri- 

azolo[4,5-c][l]benzazepine, which is improved in absorbability and solubility; and a medicinal composition contain- 
ing the compound. Also provided are processes for producing amorphous 2-(1-isopropoxycarbonyloxy-2-mcthyl- 
propyl>7,8-dimethoxy^(5H),10-dioxo-2H^^ and for producing a medicinal composition 

containing the compound. 
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#3S mm 6 {i±fB©^^ttib^rti A & £ * % i ftT- s c ft £ T- 

%tz&7n h>fcr*gfit^**©*£#fcfcbTV>fc^fcafcs itBIIli 

o^»*ffiv^T^tt<b^A^^«|^#sc:i:{iHlllT-feofeo 

D^^rX h U >M&£©^b£»&a#WM&&k £*»in 

lKtt*»*llwbT^S#BIIB6 2- 1 8 5 0 1 3-5fcK*©rtgfc**bTtt 

c©J;^ftJi«ftt©IS«ttfls^«©»lltt*»«r*^»i:bT. ^H!»« 
^1-^>^^ (01*. & Yu L.n Advanced Drug Delivery Reviews 48# N 29Hn 20 

(©#&£) s isatt*»«i»e»©iB*ft3&ii:#iSH r 6nTv>5. b#b&# 
e>s igSttft^ifeAttx »^fc^jBjS^^igb-cv>sfc«>sn»«i»-rsi:^fli 
^c^, MwmfcAoTfcfsafcbTtfwi-SN iiswiatffl 

R<brs-iKWfc»ie)n-c^s^ffi©^<tfa[ffl-c§«c3&»ofco 

[ft ffl © ft S] 

^&nsi®8i&«i«j©3fssfljS^iftfcffiT-raifc*BWbfco b*u *§a 
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7De;i/^;i/^;un-*£iE-£-r 3 tK *aJUbbfc'fb'&«A©*&a 

fcfcWfflrsc fc&jiaiLfco £ft£>£0jlica-3 < fc© 

-T&fc>*» *»iBfc«k**aK©fli^*Atts »*x*lll*f»*fiat:ig*fK- 
3 7°CO 111%^? ;Hr;i/D-7iIfc 1 5yUg/mL~2 0 // 

nits *is«ifc<fcntfN *aft©fli*«!A(otsafls^»w*ttfciirt*^ii<ii 

£*U «rt*tt±B*»WfcJ:a*aH©^»Ai:^^-fe^P--^*J;V/ 
-^vro^^syptj;v^-;b^-=3r^-2-^^;i/7 , D^;u) -7, 

*-4 ( 5JBL) , 1 0-mv-2i- 1 , 2, 3-h'J7^D [4, 5 - c] 

[ra©tSJ|i&M] 

m i i*s mmm 1 * £v 2 -eft&iifc^afiofls^WA* j;w*aK«ris»afe 
vfcit«S[0si7?^&nfciiatt^%A©»5icxtti*fiaTfsso 

ia2{is nnmi, 2, ^j:v3-r»&n&*as©^«iAi5j:?jf^aH«i 
^«r>*ti:b»jiT»tf 6*ifetsattfli'&«A©*^©*jiW4*wriaTj»*- 

m 3 «s n»j 1 b nfc*an©fl3*» a* j: vifcttw 1 & *ifc*ga 
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#R B R W©<hi%ti A J: rE£©Migj& 
*»wcj;«#ajt©fc*ttA8\ »*x*0Sr#w*fcTH*©iBi*rfc:--* 

£#*S£fc©fc^Bm*18fcife3fc©&&i*t-So ^bts #$&iafc:<fcS#a 
SCflS-^tJAtts 3 7°C© 1 ^;i/-fe;i/D~^S«fc x 15//g/mL~ 

2 0//g/mL©iIg^to 

afcbT*rfflbfcV»o tfcs £©«fc$&£fB&ft©*&fcB10*&<N <b^rt)A© 

awn* *v >mmzmM&mtz> z 1 1 a t>> MKafc&ttA&its c ^#tB 

*§o n»»^'»©Il]JR»^^«)§i«jT\ JfeliSIMIIP^Ilt 
SBW^»»tt»fcM^***©««ttW<K«*n«©*««F*b<sfl6oTs 
*f6U8©#3; b^MMBfc <fcft«s ft-&»A©*ft^ ^ 1/ >$Ktt&1Hgf1;£ ft b 

tz&s mm&mi<ti%z.tifi»&LKo »ji<6Jifc«-rattfts^^u>**+© 

^»A©«ftt±x SfSKI±l-l 5fia%©t5ffl-e$.Dx J:^SL<li3 
~1 0«S%©«5H^^So *»ft*©»«ll*«J:VJIi*:«l^aca:«l3-rSo 

#*6iiifc.fcs#a*©fls£»Att\ »attfl3^*Afcit«bT«fC2ict»-r* 

iSJE*i:bT#£b<ffl^&*i3o ft^A&TU;i/*-g|Ji©^B&g;fc 



;i/-b;i/D-^^) N jiigftl n-^^;v^>^A, # p**;M p— h 

(is mm t to o -eft m tmnt % fc-rsc^fc-esso 

Jt#t£fri3 0 #$8iiBfcJ:SSU©ffi#fcJ;*i«N mTWl/¥--lil©M3§©*: 

§0 c©J:5«:lflrt«0fli^»Att:*»IIBfc*)fc&s **©*li^©A»ft*ll 
j££*HJ§-r3o WT©airaK:^^ti5lRi!tt^VN^s ^^Hz^n-^^iot 
b Ko#^7*p t:;i//^;i/-fe;i/P-xiis #Mfcbfcfc^l&iA©fgiMb&«ifcl 
U ^ H ^^bT©^aj^* s WKtt>fet)il^^tii.^J:{c ( fc?,fe©^Ji^ 
$ti5o -fe ;v p is .fctffc KP^i/7°Pb;i/^f-;i/-fe;i/P-x©13^-M 
tts 3S^&cfcfc j e©SB-&a* s £!>*-c»o'r*x fc*toA©#MM*ii*i6«rf 
a»*#i*VMPs *«ill©,fcD#£b^tt«fcJ;ftk^ MJt©fli£«iAft 1 i: 
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*i:OS^Jt* (£*£¥) 140. 0 l~2©$SB#£fg; b<U <fcD$?3;bv>T 
MO. 0 5-Cfe!3 N b^±Kfci lT*$)So 

*ISWfc«fcS±IBIi*iftt±s #llK©'fb-£tJA£|#T^ ^©fts ^^;Hr;i/D 

^tc^bt^sc^^m^So 

;* f - ;i/ -b ;i/ d - * % b < (4 b K u * */ 7 p ^ ;v -b ;i/ d - * $ fc teigfl-^Hb 
ft#g^fc©#-£i;;h.ao *?-;Hz;i/P— t h*D^>7"n b;i/^^ 

l~ 3 ©t;i/^;v^;i/p s. 



7 

tcits fc-sm hornet * u >®m t%mmm t fc±i3^^^^©{gmr;v 

•f* bu„ 

;i/jt## ssit-e 3 safitTW* b<s£b$?£b<y:i.5 ei^Tt^s 0 

c©<fc5fcbTft&ftfcN *%Wt<k*JiflfiJ6«H±x ^©£ 3;*£P&4£ftT % 
£ft& 0 fi#:i:b-C{i#^K©'fb^t)At:o^T±IBLfe*)©J:|5l1i©%o* J ^ 
££>fcs #$8E©9J©JRt*fc«fcftf^ *»WfcJ:*#aK©'fls-&»A*'£A/e 

;i/df-3HeD«3iOfc«>ON *»i!8C«k**fiK0fl3'&«lA*^"e3a:SIS*iffifi!6 

<ft££s fgafc^aKfcffS&bTbiiSflgiaitf&v^ *ga#?B£b&i^a 
igf§!i&«©Tf3^ £fc 3 o 

c ft £ KS-r a * ©t t± & o 

i*»l£*t:j3V>TJitB©«k-5 fcndiSI^^ h&*>h£ <tZ>tz®s n<bfi^m 
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&£©KfRft£i;&^B&»ffl©fUfcftffiV>ao l&ftfB&tt4 0~l 2 0°C©$5H 
ft fcK£f b<* «kD»*b<l±5 0~1 0 O-COttHrtfclftjrr 
il7X;^ffl^t^ h f&mE&o. 0 5 

~ 1 . 5MPa©f5Hfcl££-f b<s ±i£©«fc5fc:«ai*$* 

/h£ < -T£-5;LT% ££>fc#?f;b<fci:0. 1-0. 7MP a©|5HT?&3o 

g is m. 

fc** WT©ll»J^^t>*JtWJ©Mfcfflv^c)^*X^|l]|f^g*J;^^© 
telfcftttTSB© D Tf & * o 
^I:RINT 2 2 0 0 (31^e$£ (ft) 8) 

aueafefl 1 :®*; Cu N <l*i£; 4 OkV, Wn$H; 2 0mA N ^n*-* ; 
^777^f K***>*K— F;4" /min>^*t^fy7; 0. 0 2° „ 
j&lEtt ; 2 0/0, 'Jvhl\ ifcSL* «J»h;l\ gft* U y h ; 
0. 3 0mm, j£$$SB ; 3~4 0° 

WO 9 9/1 6 7 7 0&fg©HWJ2 0 fcia«©**C*bT^&nfc»SI6 
»*fttt-fts^^l/>K:»ll**fcll% **y-;uft^TH*SS$**£fcl3:J; 
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1 TJ» *lfc*ISttft^ A 3 0 g Sttfli^ fl/>2 0 0 0 g + fc«f» 

$£ (GS 3 fctfllS (*&&S&7 0°Cs &ttugfttt£tt 

thxmftl 0 g) i)s ^ajfCft*ift<tft©»fr2 3 g^tffeo 

Jt*0!lT!»6il&Mttfli'&«lA3 6 0 g^mfb^^-l/>2 6 0 0 g*fcjg 

;Hz;i/P-* U hP-XSMl 5, ftgfc¥H) 7 2 g^^^y-;V2 7 0 0 
g4»C»»**fc»*fcft»^bfc.fffenfc»*«x *»!&**•( CL- 8 SU 

*jiijiflsi««) fctjaa (£*tmft9 o°c, b-c«# 2 o g) 

tb^J lT'^^tifc^^f4{b^-tlA2 0 g%Mit*3-U> 1 4 0 0 g* 

£^ zfi^m&rm^^x 4mm%(DmmwLtLtzo nbtuzmmm^z** 

y-;i/3 2 0 g&iniU ^&(3s tFo^^D^M^-feiVD-^ (TC- 

5Rs mmfc^m 4giiit»tL ff6>tifc***s (g 

S3 1I) MI (IS^aS9 0 o C N »*3fi«H:»*2:bTSdl 0 g) 

mmmA 

ibtt0HT»6*lfcHattfli'&*A8 g**ft^^I/>5 6 0 g#fcjg#£-e\ 

12 0 g^iP^.s ££>fc N **-;i/-fe;i/P-* hP-XSMl 5)1.6 g& 
J;t>*tFD^i/7D^Mf;H2;i/D-X (TC-5R) 1. 6 g^ti^ftj&P 
»&ttfc»«[*x (GS 3 ISO iZXWm 
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**0!|5.~1 3 {is TIBCQ^^tctD^^b^tl^WO^^^x^Ctt 

r&fefcs tb««lu»&*tfc*gattfli-&»A8 gfetfMb**-i/>5 6 0 gff 
til^t iM«ffTlilT41i%Oliitbfco »&tifc*»«+ 

2SS60I6 :tl«n^roWW^a-X7^I/-h (HPMCPs £ 

: t h-n^^7Dm;i/D-^ (HfHPC-Ls B*1T&SI) 
ftti&WB : AWJ'^fM^-feM 1 - * (CMEC N 7 n -l" > h j^iiSD 
H»J9 : stf'J K^/HToU h*> (sU K>K3 Os tf-^-x^ :h:7 5? + /1 

fi) 

1 2 :7^7M;M^^'J^7^ U I/ — h 3#'JV-E (*-f h*^ 

gffittl 3 K-;H^D U F>£S-£rt>(7°^7 h*>S- 6 3 (K 

I SPK) 
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*mm 1 4 

mMminnbMtftBkw (io. o?), v>=h-;i/ (io. o g ) N t 

KoJpj/7nW^;Hr;i/D-7 (2. OgK 

HJ£A (5. Og) s M^r7iJ>iv^>>i>A (0. 1 3 5 g) 
u U— aJTttHtTKft {RUB : 2ton/i£) bfco »&tlfcttJWftJL 

fo'%WKlTMWLs ffi (JP30f) ^fflt^Itlfeo i^tlfcilCs * 
3- )VX h U£A ( 1 0. 0 g) %iPAT^U *©3 7 1 . 

3 5mg£t h*o^S/7"Dtf;i/^5 L ;i/-fe;VP-^M*7°-fe;i/ (0-t) C26£U 

iaswjftfc&ias«iiT!»&nfc*a« 1 oomg^n^rwjhifco 

HWJ l*«fcV2*C : »6nfcJ|&fr43J:l51t«09 1 •C^&tifcHSiltt'fb^A© 

niu^ftTfnjti^s^cDta^Tb'-^^-^^^VNo £fcs ^WJ3~ i 3-e*§e>fri 
imm2u:®M&mm. (i) 

»Ptt*«^&- ^$-fb£«l A fcbTtt 100mg^3 7°Cfc&ofc|£ 

R&5 0 QmL^CiP^s ^ F^&fflV^ 2 0 0 r pm^fS^bfeo «#Jfc£R 
&bfcK**&*>:77>:7 4**- (t>rUy7LCR 1 3-LGs ^ UtfT 

&ffit§ : **MR#*ftffl- (JBStt* : 2 4 0 nm) 

Pag 4. 6mm s S£ 2 5 cm(D^7>l/^fl:5^m0WD7 b 
^^fflt^^r^^^'JAm^lfclnert s i 1 ODS2 
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4 . 6 x 2 5 0 mm 

^Ibffi : 0 . lli'/iiTV^-^A : (4 5 : 5 5) 

^tM : ImL/^ 

umm^oms (12), tb««inf»&*tfcMttft^«A0»#«aEt± 

*iWtUg/mLWraofc, gS*^:te«fctf3^ft&ftfc!|&# 
l-e^&tifc^MttftS/zg/mLomftfc^bfc^s J&3 Atg/mLfcffiT 

kb*** imm%^9 l ;hz;i/p-x7K«©^ (03) s itrnmnzn 

£:£££fc02:ll;fo*i3o 
l£KM2.:M1£ttK (2) 

[IjggSL NT-6100S, *^iR7t«fc«fcaitt«l^ f&m«S: 2 4 6 n 

*lfcft£-tJA©#IIH£ 1 0 OmgM) ^7jc(3 7°C) 9 0 0 mL *£Snx.s 
/*l*;i/&/Bl>T 1 0 Orpmtl^lfeo ^ftfdgmEK C^ftSMDT- 
(0 3) N ^M0a2tfcH:3-C^&nfe*^IClffl^«Jfcl^*ft*»ffi*^ 
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8F«M£tttt©t5£ (04) , |B^n-CV^H«B«ll^&tLfc*S!SI±BI2T? 

ft^AI±4*rtfc(RiR*tiSi: j e©^31Mtt4»3B'rS*#7?&% 7,8- 
^ h*$/-4 (5JL) , 1 0-V**V-2&- 1, 2, 3-HJTVp [4, 
5-c] [1] ^>Vr-Bt:> (WO 9 5/1 8 1 3 0; JiTFx IbfrtlB tffit 

-BSIHEffittTIiat ( AU C) 3 £ fC^ tmiH©(ftifcffi©2&&ffMffi bfco 

»mbfcJfli*©JlUt4»*«**tt**Tia©**t J: !3^«bfeo 

|590O0xg, 1 Omi n) btil^Hfeo ft&tifcJfilfflt ( 1 0 O^L) 

(4 0 0/zL) :te«fctf (7-**7l/-4 (5iL) , 

1 0-^tf*V-2JL- 1, 2, 3-h'JT\/P [4, 5-c] [1] 
HftT> ^-hU^AJls 10 0ng/mLs 1 0 0 u L) £»JU if#b3£'to 
#81 (4°C^ $j9 0 0 0 xg s lOmin) bfco 

»6*ifc±«l*SS*«*TS[fi-C3l)l««H**N a«EK 1 Ommo 1/L U > 
Mf|(pH7. 0) i:^^y-;i/©?g^ (8 : 2) 1 5 0 /iL^m^XWm 
Ibfeo 8fo7>f h U*f h@^- (**&) > 4°C, ^9 0 0 

Oxg, lOmin) U fc&ftfc*«&K*4i: U HPLCtitlfe, Mi 
^4l3fflV>fcHPLC ©}»]£^#&TIS© £ t) t * ^ o 
HPLC^">7:PU-9 8 0 (B##ft) 
5 s jtf * :DG-980-50 (Bgffi«X) 
t _^>77_:AS-9 5 0- 1 0 (B##ft) 
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f&mSI : FP - 9 2 0 (B*#3fe) 

^ttH$5: Ex 2 7 0 nm, Em 466nm (GAIN= 1 0 0, Re 
sponse = St andard) 

*7A: CAPCELLPAC C18 UG1 2 0 (4. 6x2 5 0mm^ 5 
*7A?gg : 4 0°C 

M:10mmol/L U>B«f«(pH7. 0) * J U 
r7^7^i> b (8 : 2->2 : 8) 

: 1 . OmL/mi n 
&Afi : 2 0 fi L 

Jt»J 1 7? 6 tufc 3HS * Hi □ b i: Jt« b T n UMm 1 TM§ 6 ft fc 

&ftfc#MBU ibWJ 1 -C*#£>ftfc*gg©8#GD 1 Otft#*-CfeoT*Jt«l«l 
lt-i?.M H B B S#^li5^t±la!SMrt'IW§^Ufeo £ft£>®;i 
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l. »5fcX»@jT#*fHfc@#fb:-*%jF£i\ 3 7°c<z)ia»%^^;i/-fe 

;VP-^*«[fc 1 5 Aig/mL~2 0^g/mL©M^ts 2- ( 1 --f 
V7°D^^rS/*;i/^-;i/5J-^r^-2-p<5 L ;i/rDt!;V) -7, 8-i^h*$/- 
4 (5JL) , 1 0-y**V-2JBL-l, 2, 3-h [4, 5-c] [1] 

0 l~2©f5HT*&£N 2 £IBtt©fflJ$4£lo 

*'U^-E, ftUt^- t*-;i/bDU K>ft«^*>P>»iDatftiS— a* 

6. 2- (l->fV7D^i/AMr^>-2-^f;i/7D^) - 
7, 8-^ h**s-4 (5JL) , 1 0-^*V-2JL-l, 2, 3-h'J7 

[4, 5-c] iii 7% v> \s>£.mm&s zh%mm 
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